Abstract: A series of amino acid methyl ester hydrochlorides were prepared in good to excellent yields by the room temperature reaction of amino acids with methanol in the presence of trimethylchlorosilane. This method is not only compatible with natural amino acids, but also with other aromatic and aliphatic amino acids.
Introduction
Amino acid methyl esters are important intermediates in organic synthesis, which have been used in various areas such as peptide synthesis [1] , medicinal chemistry [2] [3] , as chiral sources [4] [5] [6] [7] and polymer materials [8] [9] .
A variety of reagents have been reported for the transformation of amino acids into amino acid methyl esters, which include protic acids (gaseous hydrochloric acid [10] , sulfuric acid and p-toluenesulfonic acid), thionyl chloride [11] , 2,2-dimethoxypropane [12] and ion-exchange resins (Amberlyst™-15, [13] ). There are other methods which require multistep reactions to obtain the products, such as the sequence of N-protection, esterification and deprotection. Although some of them are widely used, they still have several disadvantages, including tedious workup procedures, safety and waste disposal problems and harsh reaction conditions. Methanol/trimethylchlorosilane has been OPEN ACCESS shown to be a convenient system for the preparation of methyl esters of various carboxylic acids [14, 15] . This method has been used in the transformation of N-Boc-α-amino acids into N-unprotected α-amino methyl esters [16] and some other amino acid methyl esters have been prepared using this system [17] [18] [19] [20] . In order to demonstrate the general applicability of the method, we have examined a series of amino acids as substrates, including natural, aromatic and aliphatic amino acids and in this communication we report that trimethylchlorosilane (TMSCl) with methanol at room temperature is an efficient reagent for esterification of amino acids of all classes. Compared to the methods mentioned above the use of TMSCl/MeOH was more advantageous due to the following features: easy operation, mild reaction conditions, simple workup and good to excellent yields.
Results and Discussion
The synthesis of acid methyl ester hydrochlorides is shown in Scheme 1. A series of amino acids, including natural amino acids, aromatic amino acids and aliphatic amino acids was transformed to corresponding amino acid methyl ester hydrochlorides in good to excellent yields, which are summarized in Table 1 .
HCl
Compared with other methods, the yields obtained with the TMSCl/MeOH system were in most cases comparable to or even higher than those obtained with the thionyl chloride/MeOH and HCl(SO 4 H 2 )/MeOH systems and the method is certainly more convenient from an operational point of view. For example, for best results the temperature of the thionyl chloride/MeOH system should be strictly maintained between -5~0 ˚C and HCl gas must be continuously passed through the refluxing mixture in the MeOH/HCl method, making the TMSCl/MeOH system obviously more convenient.
In general, two equivalents of TMSCl were used. However, the substrates in entries 2, 12 and 18 have two carboxyl groups, so four equivalents of TMSCl were used in the esterifications of these substrates. In general the reaction time was 12 h. Because of the poor solubility in methanol of both of substrates and products in entries 1, 2, 13, 14, 19, the reaction time for these substrates was 24 h.
Racemization is a common problem in the synthesis of amino acid esters. According to a published report esterification of protected amino acids by TMSCl showed little racemization [16] . It would of course be more interesting if free amino acids could be directly esterified with little racemization and work to determine if this is possible is currently under way in our lab and the results will be reported in due course. 
Conclusions
We have developed a facile method to synthesize different amino acid methyl ester hydrochlorides through the esterification of corresponding amino acids with methanol using trimethylchlorosilane. The reaction offers convenience, mild conditions and good to excellent yields.
Experimental

General
1 H-NMR (300 MHz) and 13 C-NMR (75 MHz) spectra were recorded in D 2 O on a JEOL JNM-ECA300 spectrometer. All ESI-MS experiments were done on a Bruker ESQUIRE-LC.
General procedure for the preparation of amino acid methyl ester hydrochlorides
Amino acid (0.1 mol) was taken in a round bottom flask. Freshly distilled chlorotrimethylsilane (0.2 mol) was added slowly and stirred with a magnetic stirrer. Then methanol (100 mL) was added and the resulting solution or suspension was stirred at room temperature. After the completion of reaction (as monitored by TLC), the reaction mixture was concentrated on a rotary evaporator to give the product amino acid ester hydrochloride. 
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